I AM deeply sensible of the honour which you have conferred upon ime by inviting me to open the discussion on the pemphigoid eruptions, but at the same time I feel that it is rather through the inexorable progress of time than from any special aptitude that this task has fallen to my lot, and would fain it had been entrusted to someone more capable than myself of doing it justice.
The name " Pemphigoids," as far as I can ascertain, was introduced into dermatological literature by Besnier, and was made familiar in this country by Colcott Fox, who employed it as a synonym for dermatitis herpetiformis in his exhaustive article in Allbutt and Rolleston's " System of Medicine," 1911, ix, p. 455 . The term was meant to signify that group of eruptions which Tilbury Fox included under the heading of " Hydroa" in the posthumous paper published by Colcott Fox in 1880 in the American Archives of Dermatology, and which Duhring re-christened " Dermatitis herpetiformis " in 1884, and Brocq named " Dermatite polymorphe douloureuse " in 1888.
The term " Pemphigoids " is a somewhat unfortunate one, as it simply signifies an eruption characterised at some phase of period in its course by bullae and having a resemblance to chronic pemphigus. Consequently it has been used in a loose sense by different writers to include a number of bullous eruptions, such as chronic peinphigus, acute pemphigus, dermatitis herpetiformis, pemphigus vegetans, erythema bullosum, and pemphigus neonatorum. Here, however, I propose to follow Besnier and Colcott Fox, and to restrict the use of the term to the dermatitis herpetiformis group, excluding from it cases of pemphigus neonatorum and pemphigus acutus, which are septic infections due to the local inoculation of certain micro-organisms-most probably a streptococcus in the case of the former, and a diplococcus of the type described by Demme and Diihnhardt in the case of the latter.
Eruptions of the dermatitis herpetiformis type have been described in the past under a great variety of names. Of these the most important are pemphigus pruriginosus (Hebra), indicating especially the subjective symptoms associated with the disease; pemphigus circinatus from a special phase of the eruption; herpes pemphigoides from the herpetiform grouping of the lesions; and herpes gestationis, herpes gravidarum, and hydroa gestationis, from its not infrequent occurrence in relation to pregnancy.
The history of the isolation of this group by Tilbury Fox, Colcott Fox, Duhring, Brocq, and others, is so well known and has been described in such detail that it would be out of place to labour it here, and I will pass on to a consideration of the characteristic features of the eruptions which may be included under the heading of pemphigoids in its restricted sense, and to consider the relation of the group to other form of bullous dermatitis.
Before discussing those matters I would remind you that in 1898 a debate was held on this subject at a special mneeting of the Dermatological Society of London, and introduced by Dr. Allan Jamieson, of Edinburgh. This was the first of the series of debates on subjects of special dermatological interest which formed such an important part of the work accomplished by that Society. On reading the report of the introductory remarks and the subsequent discussion I have been greatly struck by the small advance which has been made in our knowledge of the pemphigoids since that date, for, unless in some minor details, what was said then practically represents the position to-day. My experience of the pemphigoid group of eruptions is comparatively limited, as I have had in all only twenty-five cases, of which seventeen were in hospital and eight in private practice. To increase the field of my statistics, however, I have analysed all the cases of which there are records in the Skin Department of Charing Cross Hospital between 1895 and 1906, when Dr. Galloway was in charge of the Department, and have also made a brief synopsis of the cases which have been exhibited at the Dermatological Society of London, the Dermatological Society of Great Britain and Ireland, and this Section of the Royal Society of Medicine, up to the present date. In this way I have got more or less complete notes of over 100 cases, but, unfortunately, in a considerable number of them the descriptions are so scrappy as to be of little value.
In collecting the hospital cases the rarity of the disease became evident, for out of about 12,000 cases of skin disease in the Charing Cross Hospital records between 1895 and 1914 there were only twentythree cases-that is, 0'19 per cent.-while out of 11,179 cases at the Victoria Hospital for children during the last ten years, there were only three cases-that is, 0'02 per cent.-and it is doubtful whether two of these should not have been labelled chronic pemphigus. 186 MacLeod: Discussion on Pemphigoid Eruptions CHARACTERISTICS OF THE PEMPHIGOID ERUPTIONS. There are three cardinal features which may be said to weld the different eruptions included under this heading sufficiently closely together to suggest that they are variants of a common morbid process, namely:-
(1) Multiformity in the eruptions.
(2) Herpetiform grouping.
(3) Intense subjective symptoms. These cardinal features invariably occur at some period in the course of the affection and the absence of any one of them renders the diagnosis a matter of uncertainty.
MYultiforniity in the Eruptions.
The multiformity in the pemphigoid eruptions is due to a number of causes, of which the mnost obvious are: (a) Variations in the type of initial lesion; (b) the occurrence of several types of lesion synchronously; (c) variations in the type of lesion occurring in different attacks; (d) differences in the stage of evolution of individual lesions; (e) endless differences in distribution and grouping.
The types of initial lesions which may be met with are the familiar prurigo-like papules, papulo-vesicles, vesicles, bullae, and erythematous or urticarial patches. These patches may be level with the surface, or definitely raised, are sometimes covered with papules or vesicles grouped in a herpetiform fashion, or have a tendency to involute in the centre and give rise to circinate figures with rings of vesicles at the border, which may coalesce to form gyrate patterns.
The vesicles vary in size from a pin's head to a lentil, and may be acuminate, forming the apices of papules, or rounded, appearing on apparently healthy skin or developing on a red basis. Sooner or later in every case they are surrounded by an inflammatory halo from the growth of secondary micro-organisms in the contents. The vesicles may be isolated and irregularly distributed, but as a rule they are clustered in small groups of six or eight, or, more rarely, arranged in a circinate manner at the edge of an erythematous patch like herpes iris. They usually remain discrete, but occasionally Im-ay be closely aggregated to form multilocular bullm. The bulle vary in size from a lentil to a walnut but are generally about the size of a small bean; they may develop on apparently healthy skin, or on an inflammatory or urticarial base, and may be regular in outline and unilocular or irregular and multilocular. As a rule they are tense, but occasionally they may be so flabby as to suggest epidermolysis bullosa, or the.fluid contents may be slight and the dissociation of the epidermis considerable, giving rise to a desquamating appearance recalling a mild pemphigus foliaceus. In rare instances, possibly through the growth of secondary microorganisms, vegetations may grow up from the basis of the bulle, especially in those situated about the angles of the mouth, anus, vulva, or groin, and cases of this nature have been described under the heading of a mild type of pemphigus vegetans from which recovery took place.
The contents of the vesicles and bullae are at first clear and sterile, but soon become opaque and purulent from secondary infection with pyogenetic micro-organisms. The transition may be so rapid that the early clear phase may pass unobserved, and the lesion suggest a pustule d'embl6e. It is those cases in which the vesicles become rapidly purulent which correspond most closely to the impetigo herpetiformis of Hebra and Kaposi.
Sometimn;es one type of lesion predominates, sometimes another, but as a rule several phases are present simultaneously. In some cases one type of lesion may be preserved in successive attacks, in others the type most marked in one attack may be of minor importance or altogether absent in another. In a case recently under my observation the initial lesion was a bulla about the size of a filbert nut, situated on apparently healthy skin on the leg, which was followed some days later by groups of papulo-vesicles associated with marked itching.
The most common types of lesions are pustules and vesicles which occur at some period in the course of almost every case, while in the cases which furnish my statistics bullb were present only in 37 per cent., erythematous patches in 26 per cent., and urticarial lesions in 7 per cent.
The multiformity of the clinical picture is liable to be increased by secondary complications resulting from rubbing, scratching, and the inoculation of pyogenetic micro-organisms. In this way lichenification, white cicatrices not unlike those met with in prurigo, eczematisation, or pustulation, may result. Pigmentation is also liable to follow the involution of the lesions and to vary in degree according to the intensity of the itching; in a certain number, of cases the pigmentation has been determined or increased by taking arsenic.
. The affected skin, as a rule, shows neither factitious urticaria nor the vulnerability from excessive acantholysis met with in epidermylosis bullosa, in which the skin slides away on pressure-the so-called sign of Nikolsky. ju-5 Herpetiform Grouping.
Grouping of the papules, vesicles, and bulla, in clusters similar to that in herpes zoster, is the second most constant feature and was present in almost all the cases in adults. It was absent, however, in a considerable number of the cases described as dermatitis herpetiformis in children. The groups of lesions may appear on apparently healthy skin or may be arranged on an erythematous base which is most usually formed by the coalescence of inflammatory haloes around individual papules or vesicles.
Subjective Symiptoms.
The intensity of the subjective symptoms which may precede or accompany the eruption is the third essential feature of the group. These symptoms vary in type and intensity and may consist of pricking, itching, burning, or actual neuralgic pain, and are generally of a markedly paroxysmal character. Sometimes the itching is so intense that the pain and discomfort of digging out the papules with the fingernails is preferable to it.
LESS CONSTANT FEATURES.
General Health.
The state of the general health varies greatly in different cases. At first it is almost invariably well preserved, even when the skin is extensively involved, but in certain instances an attack has been ushered in by general symptoms, such as pains in the joints, malaise, headache, vomiting, &c., suggesting an invasion by some toxin. After the affection has been present for some time general symptoms of a secondary character usually supervene, as the result of the gradual wear and tear from the irritating subjective symptoms, and these, when continued over a long period, are liable to have a depressing influence on the patient, both mental and physical, causing insomnia, establishing a neurotic habit, rendering him emotional and prostrate, and, in extreme cases, leading to insanity. General symptoms may also supervene as the result of septic absorption where the bullae are extensive and. have become purulent.
Mucous Membranes.
As a rule the mucous membranes are not implicated in typical cases of dermatitis herpetiformis. There are exceptions, however, and out of the cases analysed the mucosa was involved in twenty-two cases. In ten of these the mouth was affected, especially the tongue and mucous membrane of the cheeks and lips, and in two the condition began in the mouth; in eleven cases the mucous membrane of the genitals was attacked, and in one case it commenced in the vulva; it has been known also to occur in the conjunctiva and to lead to essential shrinkage and blindness. In the mucous membranes it may take the form of erythematous macules, vesicles leading to superficial ulcerations, or even bullke.
Conditiont of the Blood.
Considerable attention has been paid to the state of the blood in this group of eruptions, chiefly owing to an increase in the coarse granular eosinophiles. Indeed, eosinophilia has been observed so frequently in the pemphigoids that its presence has been regarded by some as of diagnostic significance, and suggestive of the action of some toxin on the bone-marrow. This increase of eosinophiles has been noted not only in the blood but also in the contents of the bullme and vesicles, and occasionally in the cellular infiltration in the corium. The eosinophilia has been found to vary from time to time in individual cases, being greatest when the eruption is at its height, tending to diminish when the nerve irritation decreases, and disappearing between attacks. In certain instances a high percentage of eosinophiles has been recorded; for example, Ravogli recorded 44'3 per cent. in the blood; Bushnell and Williams 69 per cent. in the blood; Jamieson 13 per cent. in the blood and 24 per cent. in the contents of a bulla, and Leredde and Perrin 30 to 95 per cent. in vesicles.
But the eosinophilia is by no means as constant as has been supposed. In a case under my care it was only 4 per cent. in the blood at the height of an attack when the itching was considerable. In a careful examination of the blood by Engman and Davis, out of twenty-seven cases of dermatitis herpetiformis examined, only thirteen showed a definite increase of eosinophiles. These same observers noted that in eighteen out of twenty-six cases of dermatitis herpetiformis there was an increase of the large mononuclear leucocytes which, instead of being about 6 per cent., were increased up to 20 per cent.
In one case a lymphocytosis was described in the cerebrospinal fluid. It has been asserted that the serum which exudes from the bloodvessels in the pemphigoids has a cytolytic action, which assists in the formation of vesicles and bulle by causing a disintegration of the interepithelial fibrils of the prickle cells, but this, if present, must be comparatively slight, or the average size of the bullke would be larger.
Condition of the Urine. The only definite abnormality which has been recorded in the urine in a number of cases is the presence of indican; this was noted by Engman and Davis in fourteen out of twenty-six cases. It has usually been found to be coincident with outbreaks of the eruption, and its presence is suggestive of an auto-intoxication from putrefactive changes in the alimentary tract.
Glycosuria and a diminution of nitrogen in the urine have also been described, but these may be coincidences.
COURSE. The course of the affection is invariably chronic, and it may last for years or indefinitely. It may be continuous, but is far more usually subject to periods of more or less complete remissibn lasting for weeks or months, followed by a recurrence, the tendency to recur being one of the most constant characteristics of the group, but one which it has in common with chronic pemphigus. HISTO-PATHOLOGY. There has been nothing new or significant added to the descriptions of the histo-pathology given by Elliott, Leredde and Perrin, Gilchrist, and others. The changes in the corium would appear to be primary, those in the epidermis secondary. In the epidermis the vesicles may form, as in eczema, in the epidermis itself, but more often are situated immediately beneath it, the whole of the epidermis forming a roof. The vesicles contain coagulated albumin, fibrin, debris of leucocytes, eosinophiles, and, if suppuration has taken place, polynuclear leucocytes. The prickle cells in the neighbourhobd of the vesicles or bullee are usually cedematous, and may present a central space in which the nucleus lies. The interepithelial lymphatic spaces are dilated, and eosinophiles occasionally occur between the cells.
It is in the papillary and sub-papillary layers of the corium that the initial changes take place. These consist of a marked dilatation of the capillaries, with cedema of the surrounding fibrous tissue, rarefaction of the fibrous bundles of the collagen, a dense infiltration of cells, an exudation of serum, and an extravasation of lymphocytes, eosinophiles, and of polynuclears, if suppuration has taken place. The lymphatic spaces in the papillary and sub-papillary layers are also dilated. The exudation of fluid may be so rapid as to mask the initial period of congestion owing to the formation of vesicles or bulle. The condition has all the appearances of an acute inflammatory disturbance in the upper part of the corium, the result of some toxic irritant.
LETIOLOGY.
Age.-The affection may occur at any age; in the cases here analysed the extreme ages of onset were 11 weeks and 75 years. The most common age of incidence is between 20 and 40. It is a rare disease in children, as was shown by my statistics at the Victoria Hospital for Children, where it occurred in only 0'02.per cent. of the cases. Although typical cases have been recorded in childhood, it is open to discussion whether most of them would not have been better described as pemphigus vulgaris, as in the majority there was a vesicular or bullous eruption, which was recurrent, but showed neither herpetiform grouping, multiformity of the initial lesions, nor intensity of subjective symptoms. It is also probable that one or two of the cases classified as congenital dermatitis herpetiformis were in reality epidermolysis bullosa, while the description in others suggests vesicating urticaria or bullous erythema.
Determining Causes.
Pregnancy.-Pregnancy is the most definite determining cause, and the 'cases which have been recorded under the heading of herpes gestationis, herpes gravidarum, and hydroa gestationis, belong to this category. It may occur -as early as the third month of pregnancy, or may not appear till after delivery. It may develop with the first pregnancy, and either recur with each subsequent one or miss one or more, or it may first occur with a later pregnancy. As a rule, it does not interfere with the pregnancy or the health of the child, but occasionally it has been known to lead to premature birth and to caute death of the foetus. The severe early pustular type of herpes gestationis probably corresponds to the cases described as impetigo herpetiformis by Kaposi.
Disordered Menstruation.-Several cases are on record in which it has occurred in association with, and appeared to result from, derangements of menstruation, and both exacerbations and recurrences have been known to take place at the menstrual periods.
Nerve lnfluences.-It has been said that this type of eruption occurs most frequently in neurotic individuals, but this assertion has not been borne out in my cases, where a neurosis, if present, appeared to be the result and not the cause of the disease. There are instances on record, however, in which an attack has been preceded or aggravated by psychical disturbances, such as emotion, anxiety, worry, fear, anger, or severe mental shock, and it has been known to be associated with hystero-epileptic fits.
Chills.-In four of the collected cases the onset of the attack was immediately preceded by a chill, which was blamed for causing the disease, but this may have been a coincidence.
Vaccination. -Several cases have been reported in children as occurring after vaccination, and it has been suggested that the vaccination caused the condition by liberating some toxin. It is possible that certain of those cases were really instances of erythema bullosum.
Drugs.-In one or two instances an eruption of this type has followed the taking of some drug. For example, Mackenzie recorded a case in which an outbreak of dermatitis herpetiformis occurred in a man while taking arsenic for loss of the hair.
PATHOGENESIS.
The exact nature and causation of dermatitis herpetiformis still remains unknown. There is no evidence that it is an acute infective process due to primary microbic infection, and the vesicles and bullae are at first sterile. It has been suggested that it is a paroxysmal neurosis, but this view has not met with much support.
The most prevalent hypothesis is that it is an intoxication and caused by the circulation in the blood of some endogenous toxin. It has been suggested that this toxawmia is the result of renal inadequacy, and in two cases in which post mortems were obtained a renal sclerosis was described, but this may have been a coincidence. Examinations of the urine, moreover, have not supported this view, as in the cases in which it had been carefully estimated, except in the few instances in which indican was present, it neither contained abnormal constituents nor was deficient in quantity. In favour of the toxic theory is the occasional occurrence of general symptoms with the outbreak of the disease or with a recrudescence, and its' aetiological relationship with pregnancy and disordered menstruation, which may be explained on the ground of a toxaemia rather than a reflex neurosis. * The exact manner of action of the hypothetical toxin is uncertain. It may circulate in the cutaneous blood-vessels and so produce the lesions in the skin directly, or it may act primarily on the nervous system and indirectly on the skin.
Various arguments have been advanced in favour of indirect action through the nervous system. For example, it has been pointed out that vesicles and bulle may occur in connexion with pathological changes in the peripheral and central nervous system, both functional and organic, and that the eruptions might readily be explained as the result of the action of a toxin on the root ganglia. In support of this view also, attention has been drawn to the resemblance between certain cases of dermatitis herpetiformis and herpes zoster, and the similarity in the initial lesions, their grouping, and the character of the subjective symptoms accompanying them which may closely correspond in type. In this connexion a suggestive case recently came under my care in which dermatitis herpetiformis had been present in an adult male for several years, and while the eruption was still out an acute attack of herpes zoster affecting the seventh and eighth dorsal root areas was superimposed, apparently as the result of a chill. Galloway also recorded a case of herpes zoster following dermatitis herpetiformis. In herpes zoster, however, except in cases where it is symptomatic of some central nervous disease, there is usually a definite inflammatory disturbance with its main seat of origin in the posterior root ganglia, in which changes of an inflammatory type with haemorrhages can be detected, usually associated with degenerative changes in the posterior columns of the cord and the peripheral afferent nerves. In dermatitis herpetiformis, however, in the cases which have been examined post mortem no definite organic changes have been detected so far, either in the peripheral nerves, root ganglia, or spinal cord. But in answer to this it may be argued that the toxin may be capable of sufficiently irritating the root ganglia as to cause symptoms in the skin without giving rise to definite organic changes.
In short, it seems most probable that the affection is due to some autogenous toxin, not necessarily of a specific nature, which may be called forth by a variety of influences and most probably acts indirectly on the skin through the nervous system.
DIAGNOSIS.
The most important point in the diagnosis of dermatitis herpetiformis is the question of its differentiation from chronic pemphigus and the decision as to whether they are distinct entities and not simply variants of a common morbid process.
Before discussing this there are one or two minor questions bearing on the diagnosis which require consideration. Of these, the first is the relation of the pemphigoids to the impetigo herpetiformis of Hebra and Kaposi. I have never had the opportunity of seeing a case of impetigo herpetiformis, but the descriptions of the majority of the cases seem to suggest a pustular herpes gestationis, and as all stages of transition between typical grouped dermatitis herpetiformis and pustular circinate impetigo herpetiformis have been described, there does not seem to me to be any cogent reason for separating them.
, Another point of minor interest is that several writers included under the heading of dermatitis herpetiformis the hydroa oestivale of Crocker, or hydroa vacciniforme of Bazin. This is difficult to explain, as the differentiation of that affection from dermatitis herpetiformis presents no difficulty,' for hydroa astivale tends to stop at puberty, chiefly affects the exposed parts, is largely due to local irritation from the actinic rays of the sun, occurs most frequently in the male sex, and the lesions are followed by scarring. Mild cases of dermatitis herpetiformis are also occasionally mistaken for eczema, and instances are sometimes met with in which a firm diagnosis between the two presents considerable difficulty. In dermatitis herpetiformis, however, there is not the same tendency to weeping as in eczema.
With regard to the differentiation of dermatitis herpetiformis fronm pemphigus chronicus there is much room for argument. It seems to me that in the present state of our knowledge it is advisable to consider them as distinct, though it must be conceded that cases do arise which are exceedingly difficult to place and may almost be regarded as transitional stages between the two. The differences between the two types of cases have been dealt with in detail by Colcott Fox and other writers, and I will refer now only to the most salient of them.
In chronic pemphigus the eruption is uniform and the primary lesion a bleb, usually arising on apparently healthy skin, though occasionally an inflammatory halo may appear so quickly as to be almost synchronous with the exudation of the fluid; in dermatitis herpetiformis the eruption is essentially multiform.
In dermatitis herpetiformis the bull.e are rarely larger that a filbert nut; in chronic pemphigus they may be as large as the palm of the hand.
In dermatitis herpetiformis the lesions tend to be grouped in a, herpetiform manner or arranged in rings, or in gyrate patterns; in chronic pemphigus they are distributed irregularly.
In dermatitis herpetiformis the -mucous me-mbranes are only involved in about 20 per cent. of the cases; in chronic pemphigus they are more commonly attacked.
In dermatitis herpetiformis intense subjective symptoms usually accompany the eruption; in chronic pemphigus there are, as a rule, no subjective symptoms either preceding or accompanying the skin lesions, unless when the blisters get broken and leave a raw, painful surface.
In dermatitis herpetiformis post-mortem examinations have so far revealed no definite and constant changes either in the internal organs or the nervous system; in chronic pemphigus various pathological changes have been described, such as degeneration of the peripheral nerves and spinal cord, and fatty degeneration of the liver and heart, which may be secondary. Eppinger recorded six cases of chronic pemphigus iD which there were degenerative changes in the peripheral nerves and ht-emorrhages in the central nervous system; Mott has described degeneration in the peripheral nerves; and Jamieson and Welsh in a case of pemphigus vegetans found degenerative changes in the cells of the spinal cord in which they became vacuolated with a diminution of chromophile substance suggesting a toxic degeneration.
With regard to pemphigus vegetans, it would appear that certain of the mild cases reported under that heading were vegetating types of dermatitis herpetiformis, while the malignant cases belonged to a different category-their cause being still unknown.
TREATMENT.
It cannot be said that any great advance has been made in the treatment of the pemphigoid eruptions since the debate in 1898, nor has experience since then provided us with any specific remedy. At the present time the treatment cannot be claimed to be more than symptomatic, aiming at the relief of the irritation, paroxysmal pain, general depression, and insomnia.
In the past arsenic has been largely employed for this affection and was once credited with having a definitely curative effect upon it, but further experience of its use has proved that, though occasionally it may have a controlling influence, it cannot be said to be curative. In most cases it is necessary that the limit of toleration be reached before any appreciable benefit is derived from the drug, and even then it may be ineffective, as in a case under my care, where symptoms of chronic arsenical poisoning were beginning to show themselves, in the form of pigmentation and diarrhoea, while new lesions kept appearing on the skin. It has been found also that in cases which respond to arsenic pushed to the limit of toleration, any reduction in the dose may cause a return of the eruption. In the cases where it is beneficial the arsenic would seem to act chiefly through its tonic effect on the nervous system, and it would appear to be specially useful in children. It has been employed principally in the form of Fowler's solution, or as the liq. arsenici hydrochloricus. The aryl-arsenates -namely, atoxyl and arsacetin-have also been given a trial, but with doubtful benefit, and the treatment is not to be recommended on account of the pain of the injections.
Salvarsan has been used and improvement, but not cure, recorded (Russell Wilkinson). Improvement has also been reported from the employment of thyroid, but the results from it have been uncertain.
Other drugs which have been, used occasionally with benefit in the relief of the irritation in extreme cases are antipyrin, phenacetin, quinine, salicin, opium, and hypodermic injections of morphia.
Relief has also been claimed from lumbar puncture, but I have no personal experience of it in this connexion.
The PRESIDENT said members would agree with him in thanking Dr. MacLeod for a most admirable paper, which was thoughtful, exhaustive, and very suggestive. He had arranged that the Section should have an adjourned meeting for its debate.
Sir MALCOLM MORRIS, K.C.V!O., said that the first point which struck him was that so little advance had been made in this subject since the debate of 1898.1 Dr. MacLeod had therefore undertaken a very difficult task, which entitled him to the thanks of the Section. His first experience of diseases of the skin was gained in the year 1871, when he took Hebra's course in Vie-nna, remaining in that city several months, and there acquiring his interest in dermatology. Hebra was a remarkable personality, who had an enormous power of communicating to others his own enthusiasm for dermatology. Crowds of men came from all parts of the world to sit at the feet of that great teacher. Many quite different cutaneous affections, which apparently had little or nothing in common, were all relegated by Hebra to the great pemphigus group, and he (the speaker) left Vienna with the idea that any disease which presented bullae of moderate persistence was a pemphigus, although Hebra, of course, excluded accidental bulle, which were obviously due to external causes. -Tilbury Fox's famous paper, written in 1879, or just before that date, was only published in an American paper, in 1880, and was lost sight of; and the subject was not revived in the minds of dermatologists until Duhring, by what he ventured to call an act of genius, picked out certain oases which,, he held, differed clinically from pemphigus and eredted them into a new group under the designation of dermatitis herpetiformis. The departure met with strong opposition from the Vienna School, then represented Vide Brit. Journ. of Dermz., 1898, x, p. 73 et seq.
